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Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

* Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )M Responsive to communication(s) filed on 08 February 2006 , 
2a)D This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 22-28 and 51-56 is/are pending in the application. 

4a) Of the above claim(s) 23-28 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 22 and 51 -56 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

^2)M Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 
a)D All b)D Some * c)I3 None of: 

1 M Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

1 . The instant application appears to be in sequence compliance for patent 
applications containing nucleotide sequence and/or amino acid sequence disclosures, 
except for the following: 

It does not appear that all of the sequences disclosed in the specification as filed 
are provided with the appropriate SEQ ID NOS. in compliance with the Sequence rules 
as set forth in 37 CFR 1 .821 (d). 

For example, the nucleic acid sequences, disclosed on page 14, lines 6-8 and 
page 17, line 21 , do not appear to have SEQ ID NO. 

Applicant is required to review the entire instant application for compliance with 
the Sequence Rules. 

2. Applicant elected Group VII, antibody comprising SEQ ID NOs: 27 and 28 and 
target sequence of SEQ ID NO: 70, filed 01/06/2006, is acknowledged. 

Claims 1-21 and 29-50 have been previously canceled. 

Claim 56 has been added. 

Claims 22-28 and 51-56 are pending. 

Claims 23-28 have been withdrawn from further consideration by the Examiner, 
37 C.F.R. 1.142(b), as being drawn to nonelected inventions. 

Claims 22 and 51-56, read on antibody comprising SEQ ID NOs: 27 and 28 and 
targeting protein with SEQ ID NO:70, are currently under consideration. 
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Because applicant did not distinctly and specifically point out the supposed errors 
in the restriction requirement, the election has been treated as an election without 
traverse (MPEP 818.03(a)). 

3. Applicant's claim for domestic priority under 35 U.S.C. 1 19 (e) is acknowledged. 
However, the provisional application 60/421 ,067upon which priority is claimed fails to 
provide adequate support under 35 U.S.C. 1 12 for claims 22 and 52-56 of this 
application. Specifically, insufficient support was identified for the limitation of "SEQ ID 
NO: 27" and "SEQ ID NO:28". Consequently, the claims have been accorded the 
priority of the filing date of the instant application, i.e. 10/03/2003. 

Should applicant disagree with the Examiner's factual determination above, it is 
incumbent upon applicant to provide a showing that specifically supports the instant 
claim limitations. 

The specification on page 1 , line 1 should be amended to reflect the status of the 
priority application USSN 60/421 ,067. 

4. Acknowledgment is made of applicant's claim for foreign priority based on 
applications SWENEN 0202959-3 and SWENEN 0302312-4. It is noted, however, that 
applicant has not filed certified copies of the SWENEN 0202959-3 and SWENEN 
0302312-4 applications as required by 35 U.S.C. 1 19(b). 

5. The title of the invention is not descriptive. A new title is required that is clearly 
indicative of the invention to which the claims are directed. 

6. The application is required to be reviewed and all spelling, TRADEMARK, and 
like error corrected. 
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Trademarks should be capitalized or accompanied by the ™or ® symbol 
wherever they appear and be accompanied by the generic terminology. Although the 
use of trademarks is permissible in patent application, the proprietary nature of the 
trademarks should be respected and every effort made to prevent their use in any 
manner which might adversely affect their validity as trademarks. 

Appropriate correction is required. 

7. Claims 22 and 51-56 are objected to because of the following informalities. 

A) Claims 22 and 51-56 recite "apoB100", "apo B100" and/or "apolipoprotein B". 
It is suggested that applicant amend the claims to recite the full name of "apoB100", 
"apo B100" and/or "apolipoprotein B". 

B) Claims 22 and 52-56 are objected to because of the usage of parentheses. It 
is suggested that the parentheses be deleted from the claims. 

C) Claim 51 is objected to because of the misspelling of the terms "therapeutical" 
and "prophylatical". It is suggested that applicant amend the terms to "therapeutic" and 
"prophylactic". 

8. The disclosure is objected to because of the following informalities. The 
specification does not have the proper arrangement. The following order of 
arrangement is preferable in framing the specification. 

Content of Specification 

(a) Title of the Invention : See 37 CFR 1 .72(a) and MPEP § 606. The title of the invention should be placed at 
the top of the first page of the specification unless the title is provided in an application data sheet. The title 
of the invention should be brief but technically accurate and descriptive, preferably from two to seven words 
may not contain more than 500 characters. 
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(b) Cross-References to Related Applications : See 37 CFR 1.78 and MPEP § 201.1 1. 

(c) Statement Regarding Federally Sponsored Research and Development : See MPEP § 3 1 0. 

(d) The Names Of The Parties To A Joint Research Agreement : See 37 CFR 1.71(g). 

(e) Incorporation-By-Reference Of Material Submitted On a Compact Disc: The specification is required to 
include an incorporation-by-reference of electronic documents that are to become part of the permanent 
United States Patent and Trademark Office records in the file of a patent application. See 37 CFR 1.52(e) 
and MPEP § 608.05. Computer program listings (37 CFR 1.96(c)), "Sequence Listings" (37 CFR 1.821(c)), 
and tables having more than 50 pages of text were permitted as electronic documents on compact discs 
beginning on September 8, 2000. 

Or alternatively, Reference to a "Microfiche Appendix ": See MPEP § 608.05(a). Microfiche Appendices" 
were accepted by the Office until March 1, 2001. 

(f) Background of the Invention : See MPEP § 608.01(c). The specification should set forth the Background of 
the Invention in two parts: 

(1) Field of the Invention : A statement of the field of art to which the invention pertains. This 
statement may include a paraphrasing of the applicable U.S. patent classification definitions of the 
subject matter of the claimed invention. This item may also be titled "Technical Field." 

(2) Description of the Related Art including information disclosed under 37 CFR 1.97 and 37 CFR 
1.98 : A description of the related art known to the applicant and including, if applicable, references 
to specific related art and problems involved in the prior art which are solved by the applicant's 
invention. This item may also be titled "Background Art." 

(g) Brief Summary of the Invention : See MPEP § 608.01(d). A brief summary or general statement of the 
invention as set forth in 37 CFR 1.73. The summary is separate and distinct from the abstract and is directed 
toward the invention rather than the disclosure as a whole. The summary may point out the advantages of the 
invention or how it solves problems previously existent in the prior art (and preferably indicated in the 
Background of the Invention). In chemical cases it should point out in general terms the utility of the 
invention. If possible, the nature and gist of the invention or the inventive concept should be set forth. 
Objects of the invention should be treated briefly and only to the extent that they contribute to an 
understanding of the invention. 

(h) Brief Description of the Several Views of the Drawing(s) : See MPEP § 608.01(f). A reference to and brief 
description of the drawing(s) as set forth in 37 CFR 1.74. 

(i) Detailed Description of the Invention : See MPEP § 608.01(g). A description of the preferred embodiment(s) 
of the invention as required in 37 CFR 1.71. The description should be as short and specific as is necessary 
to describe the invention adequately and accurately. Where elements or groups of elements, compounds, and 
processes, which are conventional and generally widely known in the field of the invention described and 
their exact nature or type is not necessary for an understanding and use of the invention by a person skilled in 
the art, they should not be described in detail. However, where particularly complicated subject matter is 
involved or where the elements, compounds, or processes may not be commonly or widely known in the 
field, the specification should refer to another patent or readily available publication which adequately 
describes the subject matter. 

(j) Claim or Claims : See 37 CFR 1.75 and MPEP § 608.01 (m). The claim or claims must commence on separate 
sheet or electronic page (37 CFR 1.52(b)(3)). Where a claim sets forth a plurality of elements or steps, each 
element or step of the claim should be separated by a line indentation. There may be plural indentations to 
further segregate subcombinations or related steps. See 37 CFR 1.75 and MPEP § 608.0 l(i)-(p). 
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(k) Abstract of the Disclosure : See MPEP § 608.01(0- A brief narrative of the disclosure as a whole in a single 
paragraph of 150 words or less commencing on a separate sheet following the claims. In an international 
application which has entered the national stage (37 CFR 1.491(b)), the applicant need not submit an abstract 
commencing on a separate sheet if an abstract was published with the international application under PCT 
Article 21. The abstract that appears on the cover page of the pamphlet published by the International Bureau 
(EB) of the World Intellectual Property Organization (WIPO) is the abstract that will be used by the USPTO. 
See MPEP § 1893.03(e). 

(1) Sequence Listing. See 37 CFR 1.821-1.825 and MPEP §§ 2421-2431. The requirement for a sequence listing 
applies to all sequences disclosed in a given application, whether the sequences are claimed or not. See 
MPEP §2421.02. 

9. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
, claiming the subject matter which the applicant regards as his invention. 

10. Claims 22 and 52-56 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

A) Claims 52-55 are indefinite in that it depends on canceled claims 1 , 2, and 34. 
Applicant should amend the claim as independent from the canceled claims. 

It is noted that claims 52 and 53 are depended on canceled claim 34 that recites 

the limitation of "method for passive immunization of mammals prophvlacticallv 

effective. For examination purposes, claims 52 and 53 are subjected to rejections 
under 35 U.S.C. 112, first paragraph as following in Sections 1 1 and 12. 

B) Claims 22 and 56 are indefinite in the recitation of "Antibodies raised against 
fragments of apo B1 00 comprising . . .". It is not clear if "comprising" is modifying 
"Antibodies" or "fragments of apo B100". It is suggested to amend the claims to recite 
"wherein said antibodies...". 

C) Claims 22 and 56 are indefinite in the recitation of "nucleic acid sequences" 
because the preamble is "antibodies", therefore, the sequences of antibodies contains 
amino acid residues not "nucleic acid sequences". It is suggested to amend the claims 
to recite " encoded by nucleic acid sequences". 



Application/Control Number: 10/679,032 Page 7 

Art Unit: 1644 

D) Claims 54 and 55 are indefinite in the recitation of "the apoB100 derived 
sequence (SEQ ID NO 70))" because the metes and bounds of said "the apoB100 
derived sequence (SEQ ID NO 70))" is unclear and ambiguous. The phrase is not 
defined by the claims, the specification does not provide a standard for ascertaining the 
requisite degree, and one of ordinary skill in the art would not be reasonable apprised of 
the metes and bounds of the invention. 

E) Claims 52-56 are indefinite in the recitation of "Antibody". There is insufficient 
antecedent basis for this limitation in this claim. Claim 22 recites "Antibodies" not 
"Antibody". 

Applicant is suggested to amend the preamble of the claim 22 to recite 
"Antibody". 

F) Claim 56 is indefinite in the recitation of "in combination with..." because the 
metes and bounds of the said claim limitation is unclear and ambiguous. It is not clear if 
the oxidized fragment is the antigen specificity or is conjugated to said antibody. 

G) Applicant is reminded that the amendment must point to a basis in the 
specification so as not to add any new matter. See MPEP 714.02 and 2163.06. 

1 1 . The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

1 2. Claims 22 and 51 -56 are rejected under 35 U.S.C. 1 1 2, first paragraph, as failing 
to comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. 
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A) Claims 22 and 52-56 are also rejected under 35 U.S.C. 112, first paragraph. 
Specifically, since the claimed invention is not supported by either a specific and 
asserted utility or a well established utility for the reasons set forth below in Sections 13 
and 14, one skilled in the art clearly would not know how to use the claimed invention. 

B) Claim 51 recite the intended use of "therapeutical or prophylactical treatment', 
claims 52-55 are depended on canceled claims 1-2 and 34 that recite the limitation of 
"therapeutically or prophvlacticallv effective.. ." as part of the invention. 

The specification does not provide sufficient enabling description of the claimed 
invention. The specification only discloses analysis of the possible effect of the claimed 
antibody in experimental animals and in cell culture (e.g. see Example 5 on pages 21- 
24 of the instant specification). 

A person of skill in the art is not enabled to make and use any "pharmaceutical 
composition" comprising any "isolated human antibody directed towards at least one 
oxidized fragment of apolipoprotein B for therapeutical or prophylactical treatment of 
atherosclerosis". 

There is insufficient objective evidence that accurately reflects the relative 
efficacy of the claimed invention of "pharmaceutical composition" comprising any 
"isolated human antibody directed towards at least one oxidized fragment of 
apolipoprotein B for therapeutical or prophylactical treatment of atherosclerosis". For 
example, Tinahones et al. (Journal of Lipid Research. 2005. 46:452-457) teach that the 
clinical importance of the autoantibodies against oxidized low density lipoprotein (LDL) 
is not clear and for patients with diabetes, no association has been found between anti- 
oxidized LDL antibodies and microvascular complications (see entire document, 
particularly pages 452-453). Goldberg et al. (WO 99/18986) teach that the predominant 
protein constituent of LDL is apolipoprotein B-100 (e.g. see page 2, in particular). 



Application/Control Number: 10/679,032 Page 9 

Art Unit: 1644 

Furthermore, pharmaceutical therapies in the absence of in vivo clinical data are 
unpredictable for the following reasons: (1) the protein may be inactivated before 
producing an effect, i.e. such as proteolytic degradation, immunological inactivation or 
due to an inherently short half-life of the protein; (2) the protein may not reach the target 
area because, i.e. the protein may not be able to cross the mucosa or the blood-brain 
barrier; (3) other functional properties, known or unknown, may make the protein 
unsuitable for in vivo therapeutic use. See page 1338, footnote 7 of Ex parte Aaaarwal . 
23 USPQ2d 1334 (PTO Bd. Pat App.& Inter. 1992). 

Moreover, the burden of enabling the "prophylactic treatment" of a diseases such 
as atherosclerosis (i.e. the need for additional testing) would be greater than that of 
enabling a treatment due to the need to screen those humans susceptible to such 
diseases and the difficulty of proof that the administration of the drug was the agent that 
acted to prevent the condition. In addition, the specification does not provide guidance 
as to how one skilled in the art would go about screening those patients susceptible to 
atherosclerosis. Nor is guidance provided as to a specific protocol to be utilized in order 
to prove the efficacy of the presently claimed pharmaceutical composition in preventing 
these diseases. 

For example, The Merck Manual of Diagnosis and Therapy (The Merck Manual 
of Diagnosis and Therapy, 17 th Edition. 1999, pages 1654-1659) teach that the risk 
factors for atherosclerosis includes age, male sex, family history physical inactivity; 
diagnosis is based on the risk factors and on its symptoms and signs, of which may be 
few (see entire document, particularly pages 1656-1657). 

Additionally, the specification fails to enable "therapeutically treatment" to the 
extent such treatment includes the prevention of a disease state. Accordingly, undue 
experimentation is necessary to determine screening and testing protocols to 
demonstrate the efficacy of the presently claimed invention. 
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Amending the claims to delete "therapeutically" and "prophylatically" would 
obviate this rejection. 

C) Claims 52 and 53 recites only the variable heavy chain or only the variable 
light chain, respectively, as part of the invention. 

It is well established in the art that the formation of an intact antigen-binding site 
generally requires the association of the complete heavy and light chain variable 
regions of a given antibody, each of which consists of three CDRs which provide the 
majority of the contact residues for the binding of the antibody to its target epitope. The 
amino acid sequences and conformations of each of the heavy and light chain CDRs 
are critical in maintaining the antigen binding specificity and affinity which is 
characteristic of the parent immunoglobulin. It is expected that all of the heavy and light 
chain CDRs in their proper order and in the context of framework sequences which 
maintain their required conformation, are required in order to produce a protein having 
antigen-binding function and that proper association of heavy and light chain variable 
regions is required in order to form functional antigen binding sites. 

For example, Li et al. (Biochemistry 2000. 39:6296-6309) in a study of three- 
dimensional structures of antigen-bound Fab from monoclonal antibody show that all six 
CDRs of the variable domains of the Fab are involved in binding antigen (see entire 
document, particularly page 6301). 

The specification does not provide sufficient direction or guidance regarding how 
to match V H of SEQ ID NO: 27 to any other V L regions other than that of SEQ ID NO:28 
to form a functional antibody as broadly defined by the claims. 

Therefore, in view of the lack of guidance in the specification and in view of the 
discussion above one of skill in the art would be required to perform undue 
experimentation in order to practice the claimed invention 
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13. 35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

14. Claims 22 and 52-56 are rejected under 35 USC 1 01 because the claimed 
invention is directed to non-statutory subject matter. 

Claims 22 and 52-56 are drawn to antibodies raised against fragments of 
apolipoprotein B-100. 

Claims 22 and 52-56, as written, do not sufficiently distinguish over antibodies as 
they exist naturally, e.g autoantibodies against apolipoprotein B-100, because the 
claims do not particularly point out any non-naturally occurring differences between the 
claimed products and the naturally occurring products. In the absence of the hand of 
man, the naturally occurring products are considered non-statutory subject matter. See 
Diamond v. Chakrabartv. 447 U.S. 303, 206 USPQ 193 (1980). 

The claims should be amended to indicate the hand of the inventor, e.g., by 
insertion of "Isolated" or "Purified" as disclosed on Example 4 on pages 20-21 of the 
instant specification. See MPEP 2105. 

15. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 1 03(a). 

16. Claims 51 and 54 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Goldberg et al. (WO 99/18986) in view of Reff et al. (Critical Review in 
Oncology/Hematology. 2001. 40:25-35). 

Goldberg et al. teach methods of making mouse monoclonal anti-apolipoprotein 
B-100 antibodies using fragments of the amino terminal region (1-809) of the 
apolipoprotein B-100 as antigen (see entire document, particularly pages 11-15 and 
SEQ ID NO: 1). The instant claimed SEQ ID NO:70 is 100% identical to positions 688- 
707 of the SEQ ID NO: 1 of Goldberg et al. Further, Goldberg et al. teach that a 
pharmaceutical composition comprising the antibodies and pharmaceutical exipients 
can be used in treating atherosclerosis (e.g. see pages 15-20). 

Goldberg et al. do not teach human anti-apolipoprotein B-100 antibody. 

However, methods of making human antibody that have the same properties as 
rodent antibodies to the same protein were well known in the art at the time the 
invention was made. For example, Reff et al. teach that several approaches have been 
used to make antibody better tolerated in human including human antibody approach 
using transgenic mice where the murine Ig genes have been replaced with human IgG 
genes (see entire document, particularly pages 26-28). 
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Therefore, it would have been obvious to the ordinary artisan at the time the 
invention was made to make human anti-apolipoprotein B-100 antibodies. The ordinary 
artisan would have been motivated to do so for human therapies because the anti- 
apolipoprotein B-100 antibodies can be used for treating atherosclerosis and human 
antibody is better tolerated in human. 

Given the teachings of Goldberg et al. regarding the potential therapeutic effect 
of anti-apolipoprotein B-100 antibodies in treating atherosclerosis and the teachings of 
Reff et al. regarding the advantages of human antibody being better tolerated in human, 
the ordinary artisan at the time the invention was made would have had a reasonable 
expectation of success of producing human anti-apolipoprotein B-100 antibodies. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary 
skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 

20. No claim is allowed. 

21 . Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chun Crowder whose telephone number is (571) 272- 
8142. The examiner can normally be reached Monday through Friday from 8:30 am to 
5:00 pm. A message may be left on the examiner's voice mail service. If attempts to 
reach the examiner by telephone are unsuccessful, the examiner's supervisor, Christina 
Chan can be reached on (571) 272-0841 . The fax number for the organization where 
this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

Chun Crowder, Ph.D. 
Patent Examiner 
April 12, 2006 





PHILLIP GAMBEL, PH.D 
PRIMARY EXAMINER 



